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(57) Abstract: The following 
invention concerns an enzymatic 
method for investigating cytosine 
methylation in DNA sequences. 
The DNA to be investigated is 
hybridized to oligonucleotides. 
The hybrids are reacted with 
restriction enzymes, which are able 
to distinguish hemi-methylated 
DNA double strands either 
from unmethylated or from 
homogenously methylated DNA 
double strands. The occurrence 
or non-occuircnce of restriction 
(and thereby methylation status 
of the cytosine positions to be 
investigated) can be determined by 
various techniques. The method 
is particularly suitable for the 
diagnosis of cell proliferative 
disorders (including cancer) and 
other diseases associated with a 
change of the methylation status 
as well as for the prognosis of 
undesired drug effects. 


BEST AVAILABLE COPY 


wo 2005/045069 A3 lillllllillilllllllllllllllllillllllllllllllllli 


SI, SK, TR), OAPI (BF, BJ, CF, CG. CI. CM, GA, GN. GQ, 
GW, ML, MR. NE. SN, TD. TG). 

Published: 

— with international search report 

— before the expiration of the time limit for amending the 
claims and to be republished in the event of receipt of 
amendments 


For two-letter codes and other abbreviations, refer to the "Guid- 
ance Notes on Codes and Abbreviations" appearing at the begin- 
ning of each regular issue of the PCT Gazette. 


(88) Date of publication of the international search report: 

21 July 2005 


